Key Summary Points {#FPar1}
==================

Aromatase inhibitors are used as adjuvant therapy in the management of estrogen receptor-positive breast cancer; there are two main classes of aromatase inhibitors: nonsteroidal (anastrozole and letrozole) and steroidal (exemestane).In contrast to other drug-induced skin reactions, the onset of aromatase inhibitor-associated cutaneous reactions was delayed for at least a month in 69.2% (9 of 13 women) after initiating therapy with the medication, and the median onset was 2 months after starting treatment with the aromatase inhibitor.The morphology of aromatase inhibitor-associated cutaneous reactions predominantly includes vasculitis, erythema nodosum, and subacute cutaneous lupus erythematosus.Management of aromatase inhibitor-associated cutaneous reactions requires discontinuing the specific aromatase inhibitor.An aromatase inhibitor from a different drug class may be considered for patients who develop an adverse skin reaction from their initial aromatase inhibitor therapy.

Introduction {#Sec1}
============

Anastrozole is an aromatase inhibitor \[[@CR1]\]. Anastrozole competitively inhibits the aromatase enzyme, which synthesizes estrogen \[[@CR1], [@CR2]\]. It is used for estrogen receptor-positive breast cancers \[[@CR1], [@CR2]\]. Skin-related adverse events associated with anastrozole inhibitor use are uncommon \[[@CR3]--[@CR18]\]. The purpose of this paper is to summarize the cutaneous adverse events associated with aromatase inhibitors. To this end, a woman with breast cancer who developed anastrozole-induced dermatitis is described and cutaneous side effects associated with aromatase inhibitors are reviewed. A review of the relevant literature indicated that there can be a delay in the onset of aromatase inhibitor-induced skin-related adverse events; indeed, the median time to the appearance of dermatologic side effects is 2 months. The most common adverse reactions are vasculitis, erythema nodosum, and subacute cutaneous lupus erythematosus. Treatment of the drug-associated dermatosis requires the discontinuation of the aromatase inhibitor; therapy with topical corticosteroids or oral corticosteroids or both has also been initiated for some patients. Switching to an alternate aromatase inhibitor may also be considered following the resolution of the drug-related dermatosis.

Case Report {#Sec2}
===========

A 67-year-old Filipino woman noted a lump in her left breast; she underwent a screening mammogram in August 2018 which revealed a small mass. In November 2018, a repeat mammogram was performed; the mass had increased to 2 cm. A biopsy established a diagnosis of moderately differentiated, high-grade ductal carcinoma in situ that was estrogen and progesterone receptor positive and HER2/neu negative.

She underwent a left breast mastectomy and lymph node dissection on January 8, 2019; a lymph node was positive for her cancer, placing her breast carcinoma at stage IIa. She completed one cycle of docetaxel and cyclophosphamide on February 12, 2019. She was unable to tolerate the chemotherapy and received no further treatment with these drugs.

She was started on anastrozole on March 20, 2019. On May 15, 2019, an itchy rash on her back, neck, and arms was noted.

Cutaneous examination on June 5, 2019 showed a pruritic eruption along with erythematous patches, papules, and plaques on her upper (Fig. [1](#Fig1){ref-type="fig"}) and lower (Fig. [2](#Fig2){ref-type="fig"}) back in addition to her posterior neck and arms.Fig. 1Anastrozole-induced dermatitis presenting as erythematous patches, papules, and plaques on the upper back of a 68-year-old Filipino womanFig. 2The lower back of the 68-year-old Filipino woman also developed pruritic red patches, papules, and plaques 2 months after she started anastrozole

Microscopic examination of the 3-mm punch biopsy of her lower back lesion showed a superficial and deep lichenoid and perivascular infiltrate of lymphocytes and numerous eosinophils. These pathologic changes were consistent with a hypersensitivity reaction to a medication. Correlation of the patient's clinical history with the pathologic findings established a diagnosis of a drug reaction to anastrozole.

The anastrozole was discontinued on June 5, 2019 after conferring with her oncologist. She was prescribed oral prednisone (60 mg daily for 7 days, followed by 40 mg daily for 5 days and then 20 mg daily for 3 days) and topical betamethasone cream 0.05% twice daily. At her follow-up visit 6 days later, her pruritus had markedly diminished and the dermatitis had improved by 90%. The subsequent follow-up showed complete clearance of the anastrozole-induced dermatitis.

Her oncologist started her on exemestane, an irreversible steroidal aromatase inactivator, at a daily dosage of 25 mg on July 6, 2019. She had not experienced a recurrence of her dermatitis after 5 months of follow-up. Informed consent was obtained from the participant before they were included in the study. The patient signed a consent providing permission to include clinical photographs in this article.

Discussion {#Sec3}
==========

Aromatase inhibitors are used as adjuvant therapy in the management of estrogen receptor-positive breast cancer. There are two main classes of aromatase inhibitors: nonsteroidal and steroidal. Nonsteroidal aromatase inhibitors include anastrozole and letrozole, which reversibly inhibit the enzyme. Steroidal aromatase inhibitors include testolactone and formestane; these are first- and second-generation aromatase inhibitors, neither of which are currently used. The only third-generation steroidal aromatase inhibitor is exemestane, which irreversibly inactivates aromatase \[[@CR1], [@CR2]\].

A review of the relevant literature indicated that erythema nodosum occurred as an adverse skin reaction to aromatase in three patients (Table [1](#Tab1){ref-type="table"}) \[[@CR3]\]. Five women receiving either anastrozole, letrozole, or exemestane also developed vasculitis (Table [2](#Tab2){ref-type="table"}) \[[@CR4]--[@CR8]\]. In addition, various other dermatoses have been observed in patients undergoing treatment with aromatase inhibitors (Table [3](#Tab3){ref-type="table"}) \[[@CR9]--[@CR18]\].Table 1Erythema nodosum associated with aromatase inhibitor useCase123A/R/S47/NS/W50/NS/W51/NS/WTumorSII BCSIII ILCSII ID BCPrior TxLeft MRM, ALND, Dox, CMF, Tam, PacRM, Dox, Cyc, Thio. CPT, peripheral blood progenitor support, chest wall RTx, TamMRM, Dox, Cyc, Thio. CPT, peripheral blood progenitor support, RTx, TamAILetLetLetOSR233SRENENEN^a^Tx− Let− Let− Let, + unspecified steroidsCTxNS+ AnaNSFollow-upSkin changes resolved at an unspecified timeAna decreased the number of nodules on the lower extremities. However, EN still present 16 months laterPersistent EN 6 weeks after discontinuation. Ana trial one year later caused exacerbation of EN. Ana was discontinuedRef.Case 2 in \[[@CR3]\]Case 3 in \[[@CR3]\]Case 1 in \[[@CR3]\]Santoro et al. \[[@CR8]\] listed six cases of erythema nodosum, three of which were triggered by anastrozole and three by letrozole; however, the paper by Jhaveri et al. \[[@CR3]\] that Santoro et al. cite for all of these cases includes only three women who developed erythema nodosum associated with letrozole use*AI* aromatase inhibitor, *ALND* axillary lymph node dissection, *Ana* anastrazole, *A/R/S* age (years)/race/sex, *BC* breast cancer, *Ca* Caucasian, *CPT* carboplatin, *CMF* cyclophosphamide, methotrexate, and 5-fluorouracil, *CTx* current treatment, *Cyc* cyclophosphamide, *Dox* doxorubicin, *EN* erythema nodosum, *ILC* invasive lobular carcinoma, *Let* letrozole, *MRM* modified radical mastectomy, *NS* not specified, *ID* invasive ductal, *OSR* onset of skin reaction (months), *Pac* paclitaxel, *S* stage, *SR* skin reaction, *Ref* reference, *RM* radical mastectomy, *RTx* radiotherapy, *Tam* tamoxifen, *Thio* thiotepa, *W* woman, + started, − discontinued^a^Biopsy showed septal panniculitis with predominant lymphohistiocytic infiltrate consistent with erythema nodosumTable 2Cutaneous vasculitis associated with aromatase inhibitor useCase12345A/R/S63/Bla/W69/NS/W72/NS/W78/J/W80/NS/WTumorSIV BCSIIa BCLILCBCSIV BCPrior TxLump, RTx, TamLump, RTx, TamNoneTotal resectionDox, Cyc, 5‐FU, MTXAIAna to Let^a^LetLetAnaExeOSRNS510NS^b^7SRVasculitis^c^Vasculitis^d^Vasculitis^e^Vasculitis^f^Vasculitis^g^Tx− Let, + colchicine− Let, + Cs− Let, + Top & Oral Cs− Ana− Exe, + MPredCTxTra, FulExeWLE, RTx, TamNSNSFollow-upRash improvedRash improvedRash improvedResolved in 2 weeksNo relapseRef.\[[@CR4]\]\[[@CR5]\]\[[@CR6]\]\[[@CR7]\]\[[@CR8]\]*5-FU* 5-fluorouracil, *AI* aromatase inhibitor, *Ana* anastrozole, *A/R/S* age (years)/race/sex, *BC* breast cancer, *Bla* Black, *Cs* corticosteroids, *CTx* current treatment, *Cyc* cyclophosphamide, *Dox* doxorubicin, *Exe* exemestane, *Ful* fulvestrant, *J* Japanese, *Let* letrozole, *LILC* left invasive lobular carcinoma, *MPred* methylprednisone, *MTX* methotrexate, *NS* not specified, *OSR* onset of skin reaction (days), *Ref* reference, *RTx* radiotherapy, *S* stage, *SR* skin reaction, *Tam* tamoxifen, *Top* topical, *Tra* trastuzumab, *Tx* treatment, *W* woman, *WLE* wide local excision, +  started, − discontinued, & and^a^Patient developed arthralgia with initial anastrozole therapy and was switched to letrozole. However, the arthralgia persisted and the patient developed skin lesions after an unspecified time^b^Anastrozole was prescribed in January 2003 and the first skin symptoms appeared in April 2003^c^A biopsy showed lymphocytes and neutrophils in the vessel walls; these changes were diagnostic of leukocytoclastic vasculitis. Parakeratosis and vacuolar alteration along the dermoepidermal junction with superficial and deep perivascular and interstitial mixed infiltrate---consistent with connective tissue disease---were also present^d^Biopsy showed leukocytoclastic vasculitis with neutrophils and lymphocytes infiltrating the dermis^e^Biopsy, taken before the start of corticosteroids, showed a leukocytoclastic vasculitis with neutrophils and eosinophils surrounding blood vessels and infiltration of vessel walls with fibrinoid necrosis^f^Biopsy showed perivascular infiltration of inflammatory cells^g^Biopsy showed superficial dermal edema, fibrinoid necrosis, thickening of the vessel walls, superficial and deep (predominantly perivascular) lymphocytic infiltrate, eosinophils, red cells, and leukocytoclastic featuresTable 3Adverse cutaneous reactions with aromatase inhibitor treatmentCase123456789101112A/R^a^42/Ca61/NS64/NS68/API68/NS\>70/NS71/NS72/NS73/CaPM/NSPM/NSPM/NSTumorSIVBCBCILBCSIIaBCBCInvBCIMDLCSIaBCBCSIVBCSIVBCEarlyBCPrior TxANT^b^MastRTx, DocSurg^c^, Doc, CycUS Surg, RTxNSMastLBMSurg, RTxNSNSNSAILetLetAnaAnaAnaExeLetAnaAnaExeExeNSOSR\<1NS523NS361NSNSNSSRSCLE^d^SSEM^e^HPE^f^Papules^g^Grade 2 ASRCNPPP^h^SCLE^i^NS rashNS rashGrade 3 ASRTx− Let, + HQ, + Cs− Let− Ana, + Top & Oral Cs− Ana, + Top & Oral Cs− Ana, + Oral CsNS− Let− Ana− Ana, + HQ, + Top CsNSNS− AICTxNSExeNSExeTamNSNSAnaNSNSNSNSFUIMPIMPIMPIMP^j^IMP^k^NSIMPIMP^l^IMP^m^NSNSNSRef.\[[@CR9]\]\[[@CR10]\]\[[@CR11]\]CR\[[@CR12]\]\[[@CR13]\]\[[@CR14]\]\[[@CR15]\]\[[@CR16]\]Case 1 in \[[@CR17]\]Case 2 in \[[@CR17]\]\[[@CR18]\]Aromatase inhibitor-associated erythema nodosum and vasculitis are summarized in Tables [1](#Tab1){ref-type="table"} and [2](#Tab2){ref-type="table"}, respectively*AI*  aromatase inhibitor, *Ana* anastrozole, *ANT* antineoplastic therapy, *API* Asian or Pacific Islander, *A/R* age (years)/race, *ASR* allergic skin reaction, *BC* breast cancer, *Ca* Caucasian, *CN* cutaneous nodulosis, *CR* current report, *Cont.* continue, *Cs* corticosteroids, *CTx* current treatment, *Cyc* cyclophosphamide, *Doc* docetaxel, *Dox* doxorubicin, *Exe* exemestane, *FU* follow-up, *HPE* hypersensitivity papular eruption, *HQ* hydroxychloroquine, *IMDLC* invasive mixed ductal and lobular carcinoma, *IMP* improved rash, *Inv* invasive, *IL* invasive lobular, *LBM* left breast mastectomy, *LND* lymph node dissection, *Lump* lumpectomy, *Mast* mastectomy, *MTX* methotrexate, *NS* not specified, *OSR* onset of skin reaction (months), *PM* post-menopausal, *PPP* purpuric papules and plaques, *Ref* reference, *RTx* radiotherapy, *S* stage, *SCLE* subacute cutaneous lupus erythematosus, *SR* skin reaction, *SS* systemic sclerosis, *Surg* surgery, *Tam* tamoxifen, *Top* topical, *Tx* treatment, *WLE* wide local excision, & and, + started, − discontinued, ≥ greater than^a^All of the participants were women^b^Antineoplastic therapy includes carboplatin, paclitaxel, tamoxifen, trastuzumab, zoledronic acid, and whole-brain radiotherapy^c^Surgery included LBM and LND^d^Biopsy showed nonspecific interface dermatitis without vasculitis^e^Biopsy showed massive subepidermal edema and inflammatory infiltrate with absence of atypical vascular proliferations upon CD34 and immunoperoxidase staining^f^Biopsy showed superficial and deep lichenoid and perivascular infiltrate of lymphocytes and numerous eosinophils^g^Biopsy showed perivascular mononuclear infiltrate and rare eosinophils in the dermis, vacuolated basal keratinocytes, and apoptotic suprabasal keratinocytes^h^Biopsy showed proliferation and expansion of the capillary vessels with hemorrhage in the superficial dermis^i^Biopsy showed atrophic epidermis with basal vacuolar change. Dermal edema and a lymphocytic inflammatory infiltrate were present^j^Patient was started on exemestane and has not experienced a recurrence of her dermatosis^k^Patient was again treated with anastrozole and severe pruritus recurred a few days later^l^Patient was again treated with anastrozole and did not demonstrate any sign of a cutaneous adverse event 18 months after restarting^m^Patient was again treated with anastrozole 5 weeks after cessation, and the skin lesions reappeared with greater intensity

Three women developed erythema nodosum after receiving letrozole (Table [1](#Tab1){ref-type="table"}) \[[@CR3]\]. The women ranged in age from 47 to 51 years (median 50 years), and presented with either stage II or stage III breast cancer. Each woman received a mastectomy and exhibited their symptoms 2--3 months (median 3 months) after starting letrozole \[[@CR3]\].

Erythema nodosum improved after the discontinuation of letrozole. In the case of the 51-year-old patient (case 3 in Table [1](#Tab1){ref-type="table"}), her skin reaction improved 6 weeks after discontinuation of letrozole and the administration of systemic corticosteroids \[[@CR3]\].

For the 50-year-old patient (case 2 in Table [1](#Tab1){ref-type="table"}), anastrozole was started as an alternate agent after discontinuation of letrozole. However, 1 year following the discontinuation of letrozole, the erythema nodosum continued to persist. The 51-year-old patient (case 3 in Table [1](#Tab1){ref-type="table"}) was started on anastrozole 1 year after discontinuing letrozole, which led to an exacerbation of the patient's erythema nodosum; the anastrozole was therefore discontinued \[[@CR3]\].

Vasculitis occurred in five women who were treated with aromatase inhibitors (Table [2](#Tab2){ref-type="table"}) \[[@CR4]--[@CR8]\]. Their ages ranged from 63 to 80 years (median 72 years). The onset of vasculitis was specified in 3 women; it ranged from 5 to 10 days (median 7 days). One patient (case 2 in Table [2](#Tab2){ref-type="table"}) who had developed vasculitis after taking letrozole was switched to exemestane and noted gradual improvement of her vasculitis \[[@CR5]\]. The offending aromatase inhibitor was stopped and no relapses were observed in the remaining women \[[@CR6], [@CR7]\].

The morphology of the other aromatase inhibitor-induced dermatoses---summarized in Table [3](#Tab3){ref-type="table"} \[[@CR9]--[@CR18]\]---included subacute cutaneous lupus erythematosus (2 women) \[[@CR9], [@CR16]\], hypersensitivity papular eruption (1 woman---our patient), purpuric papules and plaques (1 woman) \[[@CR15]\], erythema multiforme (1 woman) \[[@CR11]\], systemic sclerosis (1 woman) \[[@CR10]\], and cutaneous nodulosis (1 woman) \[[@CR14], [@CR19]\]. The remaining patients' clinical presentation was designated either a grade 2 (1 woman) \[[@CR13]\] or a grade 3 (1 woman) \[[@CR18]\] skin reaction. The appearance of the cutaneous adverse event was not described for two of the women \[[@CR17]\].

Two of the women experienced aromatase inhibitor-induced dermatoses at the site of previous breast cancer excision or radiotherapy \[[@CR11], [@CR15]\]. A 72-year-old woman who had undergone a left breast mastectomy developed an irregular purpuric plaque with papules at the site of the postoperative scar 6 months after the administration of anastrozole \[[@CR15]\]. A 64-year-old woman whose advanced breast cancer had previously been treated with radiotherapy demonstrated a bullous eruption localized to the affected breast after starting an aromatase inhibitor \[[@CR11]\]. We postulate that the aromatase inhibitor-induced skin adverse events in these women occurred in an immunocompromised district---a localized area of immune destabilization (resulting from either the excision or radiotherapy) that enabled the development of the dermatosis in that location \[[@CR20]\].

Three of the women (case 3 in Table [1](#Tab1){ref-type="table"} and cases 5 and 9 in Table [3](#Tab3){ref-type="table"}) experienced a recurrence or exacerbation of their initial skin reaction when they were again treated with either the same medication or a different aromatase inhibitor of the same drug class \[[@CR3], [@CR12], [@CR16]\]. Another patient (case 2 in Table [1](#Tab1){ref-type="table"}) showed improvement in drug-induced erythema nodosum (although it persisted) when letrozole was switched to anastrozole. Although her skin nodules initially decreased, some were still present after 1 1/3 years on anastrozole \[[@CR3]\]. Surprisingly, a woman who had developed purpuric papules and plaques after being placed on anastrozole did not develop skin lesions after receiving the same drug. Following initial therapy with hydroxyquinoline and topical corticosteroids, she was again treated with anastrozole (1 month after cessation) and did not develop a recurrence of her cutaneous reaction during the subsequent 18 months \[[@CR15]\].

Our patient was treated with an alternative aromatase inhibitor of a different drug class, exemestane, after discontinuing anastrozole and did not experience a recurrence of her dermatosis. An aromatase inhibitor from a different drug class may be considered for patients who develop an adverse skin reaction from their initial aromatase inhibitor therapy.

In summary, the patient described in this paper is important not only due to the onset of cutaneous side effects of aromatase inhibitors but also because of her relevance to the potential management of individuals who experience this adverse skin event. Specifically, she exemplifies a case of delayed onset of an aromatase inhibitor-related adverse cutaneous event: her dermatosis initially appeared 2 months after starting the medication. In addition, the patient was able to be treated with a aromatase inhibitor of a different drug class without recurrence of her dermatosis or a different dermatologic adverse event. Hence, when aromatase inhibitor therapy is essential for the management of the patient's cancer but there has been a cutaneous side effect of this therapy, it may be possible to initiate treatment using a different drug class of aromatase inhibitor therapy.

Including our patient, cutaneous adverse events associated with aromatase inhibitor use have been described in 20 women. Their ages ranged from 42 to 80 years old; the median age was 68 years. Patients were receiving either anastrozole (6 women), exemestane (4 women), or letrozole (9 women); the specific aromatase inhibitor was not described for one of the patients. The onset of skin reactions following the initiation of aromatase inhibitor therapy was specified in 13 women; the onset of the skin reaction ranged from 5 days to 6 months (median 2 months) after the start of treatment.

Conclusions {#Sec4}
===========

Aromatase inhibitors are an integral component in the management of breast cancer. Although adverse skin events associated wih aromatase inhibitor use are uncommon, they may occur. In contrast to other drug-induced skin reactions, the onset of aromatase inhibitor-associated cutaneous reactions was delayed for at least a month in 69.2% of women (9 of 13) after initiating therapy with the medication; indeed, the median onset was 2 months after starting treatment with the aromatase inhibitor. In our patient, the onset of her aromatase inhibitor-induced hypersensitivity papular eruption occurred 2 months after starting anastrozole. Management requires discontinuing the specific aromatase inhibitor; however, our patient was able to be treated with an alternative aromatase inhibitor from a different drug class without a recurrence of her adverse skin reaction.
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